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Dysregulated peripheral and mucosal Thl/Th2 
response in Whipple f s disease 
Marth, Thomas; Kleen, Nicole; Stallmach, 
Andreas; Ring, Sabine; Aziz, Sheriff; Schmidt, 
Carsten; Strober, Warren; Zeitz, Martin; 
Schneider, Thomas 

Internal Medicine II, University of the 
Saarland, Homburg/Saar, Germany 
Gastroenterology (2002), 123(5), 1468-1477 
CODEN: GASTAB; ISSN: 0016-5085 
PUBLISHER: W. B . Saunders Co. 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Background & Aims: An impaired monocyte function and impaired 
interferon (IFN)-y production has been suggested as a possible 
pathogenetic factor in Whipple f s disease (WD) 

and as a cause for the delayed elimination of Tropheryma whipplei in 
some patients. Methods: We studied, in a series of 20 WD patients 
with various degrees of disease activity, cellular immune functions. 
Results: We found an increase in vitro production of 
interleukin (IL)-4 by peripheral mononuclear blood cells as 
determined by ELISA, but reduced secretion of IFN-y and 
IL-2 as compared with age- and sex-matched controls. In addition, we 
observed a significantly reduced monocyte IL-12 production in respons 
various stimuli in WD patients whereas other cytokines were 
comparable with controls; these Immunol . alterations were not 
significantly different in patients with various disease .activities . 
At the mucosal level, we found decreased CD4 T-cell percentage and a 
significantly impaired IFN-y secretion. Conclusions: Our data 
define a defective cellular immune response in a large series of WD 
patients and point to an important pathogenetic role of impaired Thl 
responses. The decreased monocyte IL-12 levels may result in 
reduced peripheral and mucosal IFN-y production and lead to an 
increased susceptibility to T. whipplei infection in certain hosts. 
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PRIORITY APPLN. INFO. : FR 1999-3989 A 19990326 

FR 1999-6679 A 19990521 

WO 2000-FR754 W 20000324 
AB The invention relates to a method for in vitro serol. 
diagnosis of Whipple disease, whereby 

the bacteria responsible for said disease is isolated and 
established in a culture and brought into contact with the serum of 
biol. fluid of a patient. The invention also relates to useful 
oligonucleotides with a probe and a primer for amplification, 
sequencing and detection of gene rpoB of 
Tropheryma whippelii . 
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Incorporation of L-leucine-14C into 
immunoglobulins by jejunal biopsies of patients 
with celiac sprue and other gastrointestinal 
diseases 

Loeb, P. M.; Strober, Warren; Falchuk, Z. M. ; 
Laster, Leonard 

Dig. Hered. Dis. Branch, Natl. Inst. Arthritis 
Metab. Dis., Bethesda, MD, USA 

Journal of Clinical Investigation (1971), 50(3), 
559-69 . 

CODEN: JCINAO; ISSN: 0021-9738 

Journal 
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Incorporation of L-leucine-14C into proteins and immunoglobulins in 

vitro was determined in jejunal biopsy specimens from 

normal volunteers, patients with celiac sprue^be*f ore and after 

introduction of gluten into the diet, patients with Whipple 

1 s disease in remission, and patients with immune 

deficiency states. One pa^ent^wTtlr celiac sprue and with normal 
intestinal histology had abnormal value for incorporation into IgA; 
the other 4 patients with flat mucosas had elevated values. In 
Whipple's disease in remission, values for / 

incorporation into totaJ protein and IgA were/ within the control 
limits, whereas incorporation into soluble protein was increased. 
Patients with hypogammaglobulinemia IgA deficiency had normal or 
elevated values for incorpora-feloja-i-nt'd^total and soluble proteins; in 
these cases, however, no incorporation into IgA was detected 

Biopsies from the four celiac sprue patients studied revealed 
that with introduction of gluten into the diet (a) incorporation 
into total protein, soluble protein, or both, increased; (b) 
incorporation into IgA increased in all patients, and in 2 instances 
the increase was greater than the increase in incorporation into 
total protein; and (c) incorporation into IgM increased in all 
patients. The changes during gluten administration usually occurred 
before changes in gastrointestinal absorptive function or in concentration 
of IgA in serum could be detected. These results indicate 
that gluten challenge stimulates increased local intestinal 
synthesis of immunoglobulins in patients with celiac sprue. The 
reaction occurs within days and it is possible that it plays a 
primary role in the pathogenesis of the disease. 
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Whipple's disease. 
Fenollar Florence; Raoult Didier 

Unite des Rickettsies, CNRS UMR 6020, IFR 48, Faculte 
de medecine, Universite de la Mediterranee, 27 
Boulevard Jean Moulin, 13385 Marseille cedex 05, 
France . 

CURRENT GASTROENTEROLOGY REPORTS, (2003 Oct) 5 (5) 
379-85. 

Journal code: 100888896. ISSN: 1522-8037. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

IN-PROCESS; NON INDEXED; Priority Journals 
Entered STN: 20030909 
Last Updated on STN: 20031001 
AB Whipple's disease is an infectious disease 

caused by a gram-positive bacterium, Tropheryma whipplei. The first 
case was reported in 1907 by GH Whipple. Its classic symptoms are 
diarrhea and arthralgias, but symptoms can be various. Cardiac or 
central nervous system involvement, not always associated with 
digestive symptoms, may also be observed. For a long time, 
diagnosis has been based on duodenal biopsy, which is 
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positive using periodic acid-Schiff 
without digestive symptoms, results 
delay in diagnosis. For 10 years, a 
polymerase chain reaction targeting 
used. In vitro culture of the bacte 
ago, has allowed new perspectives fo 
treatment. The natural evolution of 
is always fatal. Current treatment 
trimethoprim-sulfamethoxazole for at 



staining. However, for patients 
can be negative, leading to a 

tool based on 
the 16S rDNA sequence has been 
rium, achieved 3 years 
r diagnosis and 

the disease without treatment 
is based on administration of 
least 1 year. 
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AB 




Division of Gastroenterology, Stiftung Deutsche., 
.Klinik fur - Diagnostik, Wiesbaden, Germany.. 
X marth. gastro2@dkd-wiesbaden.de 
/ LANCET, (2003 Jan 18) 361 (9353) 239-46. Ref: 116 
/ Journal code: 2985213R. ISSN: 0140-6736. 
( England: United Kingdom 
X. Journal; Article; (JOURNAL ARTICLE) 
^^n-e'fal^RiSvIew; — CREV-I-EW.), 
(REVIEW, ACADEMIC) 
English 

Abridged Index Medicus Journals; Priority Journals 
200302 

Entered STN: 20030128 
Last Updated on STN: 20030206 
Entered Medline: 20030205 
Whipple's disease, or intestinal 
lipodystrophy, is a systemic infectious disorder affecting 
mostly middle-aged white men. Patients present with weight loss, 
arthralgia, diarrhoea, and abdominal pain. The disease is commonly 
diagnosed by small-bowel biopsy; the appearance of the 
sample is characterised by inclusions in the lamina propria staining 
with periodic-acid-Schif f , which represent the causative bacteria. 
Tropheryma whipplei has be en ^cl ass if ie d a s aj n^acjti nomy ce t e . andxhas 
been propagated in vitro, whicfr^lTows the pos^TFrilTy^b'f— — 
improving diagnostic strategies, for example through 
antibody-based detection of the bacillus on duodenal 
tissue or in circulating monocytes. Cell-mediated immunity in 
active and inactive Whipple f s disease has subtle 
defects that might predispose some individuals to symptomatic 
infection with this bacillus, which probably occurs ubiquitously. 
Although most patients respond well to empirical antibiotic 
treatment, some with relapsing disease have a poor outlook. The 
recent findings and concerted research might allow development of 
new strategies for diagnosis, treatment, and monitoring of 
patients with Whipple 1 s disease. 
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AB WO 200289832 A UPAB: 20030224 

NOVELTY - Compositions (CI) and (C2) comprising: 

(a) Interleukin-4 (IL-4) (CD/IL-2 (C2) and stromal 
cell-derived factor-1 alpha (SDF-1 alpha ) (SF) ; 

(b) IL-4 (CD/IL-2 (C2) stimulant and stimulant of SF; 

(c) Antagonist (Ant) of IL-2 (CI) /Ant of IL-4 <C2) and Ant of 

SF; 

(d) Inhibitor (CI ) /stimulant (C2) of Syk or NFAT1; 

(e) Stimulant (CI) /inhibitor (C2) of ZAP-70 or NFAT2; or 

(f) IL-4 (CD/IL-2 (C2) stimulating adjuvant and SF, are new. 
DETAILED DESCRIPTION - Compositions (CI) and (C2) comprise 

active substances selected from: 

(a) Interleukin-4 (IL-4) (CI) or IL-2 (C2) and stromal 
cell-derived factor-1 alpha (SDF-1 alpha ) ; 

(b) IL-4 (CI) or IL-2 (C2) stimulant and stimulant of SDF-1 
alpha ; 

(c) Antagonist of IL-2 (CI) or antagonist of IL-4 (C2) and 
antagonist of SDF-1 alpha ; 

(d) Inhibitor (CI) or stimulant (C2) of Syk or NFAT1; 

(e) Stimulant (CI) or inhibitor (C2) of ZAP-70 or NFAT2; 

(f.) IL-4 (CI) or IL-2 (C2) stimulating adjuvant and SDF-1 alpha 

; 

(g) A functional derivative, analogue or part of any of the 
substances (a) -(f); or 

(h) a combination of any of the substances relative to (CI) or 

(C2) . 
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INDEPENDENT CLAIMS are also included for the following: 

(1) an antisense peptide nucleic acid (APNA) that is 
complementary to a DNA molecule encoding the tyrosine kinase Syk or 
ZAP-70 or its part for preventing or treating a Thl/Th2 cell-related 
disease by modulating Thl/Th2 ratio; 

(2) Evaluating (Ml) the T helper cell profile comprising 
obtaining a T helper cell containing sample, measuring the level of 
phosphorylated Syk, phosphorylated ZAP-70, intranucleic NFAT1 and/or 
intranucleic NFAT2 and using the measuring results obtained to 
assess the Thl/Th2 level; 

(3) Testing (M2) the effect of a product or a method on the 
Thl/Th2 ratio comprising obtaining a T helper cell containing 
culture with a known Thl/Th2 ratio, subjecting the T helper cells to 
the product or method, measuring the level of phosphorylated Syk, 
phosphorylated ZAP-70, intranucleic NFAT1 ' and/or intranucleic NFAT2 
in the sample and using the measuring results obtained to assess the 
Thl/Th2 level; 

(4) Diagnostic test kit comprising one or more probes 
specific for binding to phosphorylated Syk, phosphorylated ZAP-70, 
intranucleic NFAT1 and/or intranucleic NFAT2 and optionally a 
detection system; and 

(5) Producing (M3) a culture enriched in Thl/Th2 cells by 
obtaining a T helper cell containing sample, subjecting the sample 
to an active substance as in (CI) and (C2) to modulate the Thl/Th2 
ratio . 

ACTIVITY - Immunosuppressive; Cytostatic; Antiallergic; 
Antipyretic; Antiasthmatic; Ophthalmological; Antiinflammatory; 
Antiulcer; Nephrotropic; Dermatological; Antirheumatic; 
Antiarthritic; Antidiabetic; Antithyroid; Cardiant. 

No biological data available. 

MECHANISM OF ACTION - Modulator of IL-4/IL-2, SDF-1 alpha , 
Syk, ZAP-70, NFAT1 or NFAT2 (all claimed); Antisense therapy. 

Intracellular Thl and Th2 cytokine was detected by 
flow cytometry. The CB T cells were stimulated with different 
combinations among interleukin-2 (IL-2) (10 ng/ml), IL-4 (10 ng/ml) , 
and SDF-1 alpha (100 ng/ml), before intracellular cytokine assay. 
Thl and Th2 cytokines assayed were interferon gamma (IFN- gamma ), 
IL-4 or IFN- gamma and IL-4. The CD4+T cells from normal CB seem to 
be undifferentiated and unprimed showing naive Th pattern. In 
freshly isolated CB CD4 + T cells IFN- gamma and IL-4 double positive 
were 9.7%, whereas, IFN- gamma or IL-4 single positive were 8.5% or 
12.1%, respectively. After 8 days of stimulation with IL-2 and SDF-1 
alpha , the cells were switched to Thl pattern in terms of 
expression of IFN- gamma (84%), whereas the stimulation with IL-4 an 
SDF-1 alpha lead the CBT cells to express Th2 pattern (90.3%). None 
of IL-2, IL-4 and SDF- alpha alone nor combination of IL-2 and IL-4 
showed such function (data not shown) . No significant difference was 
seen in terms of cellular proliferation between CB CD4+ T cells 
cultured without stimulus within 8 days as detected by 
(3H) thymidine incorporation into DNA assay. The cells cultured 
without stimulation had no significant change in terms of expression 
of intracellular cytokines during 8 days (data not shown) . CXCR4 
(CXC receptor 4) monoclonal antibody (mAb) significantly blocked 
such on-switch, whereas isotype Ig did not. 

USE - (CI) and (C2) are useful for preventing or treating, 
respectively, a Thl/Th2 cell-related disease in a human or animal by 
reducing/increasing the Thl/Th2 ratio, respectively. (CI) and (C2) 
further comprise a pathogenic substance eliciting the 
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Thl/Th2-related disease to be treated. In (CI), the pathogenic 
substance is an infectious agent eliciting an infectious disease, or 
is an antigen, especially an autoantigen eliciting an autoimmune 
disease, or hapten or an allergen eliciting a delayed type 
hypersensitivity. In (C2) the pathogenic substance is a parasite 
organism or its portion, an antigen, preferably an allergen 
eliciting an allergic disease 

Specifically, (CI) is useful for treating or preventing Thl or 
Th2 cell-related diseases such as infectious disease, autoimmune 
disease, delayed type hypersensitivity, cancer, in a human or 
animal. (C2) is useful for treating or preventing a Th2 cell-related 
disease such as an allergic disease including hay fever, 
rhinoconjunctivitis, rhinitis and asthma, and also cancer. 

(CI) and (C2) are either administered to the subject or T 
helper cells are removed from a subject and contacted ex vivo with 
the compositions. 

Treatment may further comprise a second treatment involving the 
manipulation of the immune system such as vaccination, antigen 
specific immunotherapy, allergen specific immunotherapy, nonspecific 
immunotherapy or organ transplantation. APNA is useful in the 
manufacture of a medicament or for preventing or treating a Thl or 
Th2 cell-related disease. 

Cultures produced in (M3) are useful for in vitro or in vivo 
research and experiments (all claimed) . 

The autoimmune diseases treatable include encephalomyelopathic 
diseases, demyelinating and other autoimmune diseases such as 
multiple sclerosis, pneumonitis, sarcoidosis, ulcerative colitis, 
Whipple ' s - disease, vasculitis syndrome, Goodpastures syndrome, acute 
glomerulonephritis, gastrointestinal diseases such as Crohn's 
disease, skin diseases such as psoriasis, allergic skin disease, 
atopic dermatitis, joint diseases such as rheumatoid arthritis, 
musculoskeletal diseases such as myasthenia gravis, endocrine 
diseases such as insulin dependent diabetes mellitus, autoimmune 
thyroiditis, hyperthyroidism, cardiovascular diseases such as 
cardiomyopathy, vasculitis, cardiovascular disease associated with 
systemic diseases such as systemic lupus erythematosus, scleroderma, 
and polyarthritis nodosa. 
Dwg.0/4 
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Treating an inflammatory disease, e.g. systemic 
lupus erythematosus, arthritis, hepatitis, 
dermatitis, systemic sclerosis, scleroderma, 
thyroiditis comprises administering a PRO301, 
PR0362 or PR024 5 antagonist or its fragment. 
B04 D16 
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NOVELTY - Treating an inflammatory disease comprises administering a 
therapeutic amount of a PRO301, PR0362 or PR0245 antagonist or its 
fragment . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following : 

(1) determining the presence of PRO301, PR0362 or 
PR024 5 polypeptide; 

(2) diagnosing an inflammatory disease in a mammal; 

(3) inhibiting growth of tumor cells; 

(4) diagnosing tumor in a mammal; 

(5) an isolated antibody that binds to the PR0301or PR0362 
polypeptide; 

(6) a composition comprising the antibody and a carrier; 

(7) an isolated nucleic acid comprising: (a) a DNA having at 
least 95% sequence identity to a DNA molecule encoding a PRO301 
polypeptide comprising the amino acids 28-235, 28-258 or. 1-299 of a 
sequence of 299 amino acids, fully defined in the specification; (b) 
a DNA having at least 80% sequence identity to a DNA molecule 
encoding a PR0362 polypeptide comprising the amino acids 1-321 or 
271-280 of a sequence of 321 amino acids, fully defined in the 
specification; (c) a DNA having at least 95% sequence identity to a 
DNA molecule encoding the same mature polypeptide encoded by the 

cDNA in ATCC Deposit Number 209432 (designation: DNA40628-1216 ) , or its 
complement; or (d) a DNA having at least 80% sequence identity to a 
DNA molecule encoding the same mature polypeptide encoded by the 
cDNA in ATCC Deposit Number 209620 (designation: DNA45416-125 1), or 
its complement; 

(8) producing PR0301, PR0362 or PR0245 polypeptides by 
culturing a host cell under conditions suitable for the expression 
of the polypeptides, and recovering the polypeptides from the cell 
culture; and 

(9) isolated native sequences of PRO301 or PR0362 polypeptides 
as cited above. 

ACTIVITY - Antiinflammatory; Immunosuppressive; Dermatological ; 
Antirheumatic; Antiarthritic ; Antianemic; Antithyroid; Thyromimetic; 
Antidiabetic; Nootropic; Neuroprotective; Virucide; Cytostatic; 
Hepatotropic. 

The antiproliferative activity of the PRO301 and PR0362 
polypeptides was determined in the investigational, 
disease-oriented in vitro anti-cancer drug discovery assay 
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using sulf orhodamine B dye binding assay. 60 tumor cell lines were 
employed. Results showed at least 50% growth inhibitory effect at 
one or more concentrations. 

MECHANISM OF ACTION - Gene therapy. 

USE - The method is useful for treating an inflammatory 
disease, such as inflammatory bowel disease, systemic lupus 
erythematosus, rheumatoid arthritis, juvenile chronic arthritis, 
spondyloarthropathies, systemic sclerosis, scleroderma, idiopathic 
inflammatory myopathies, dermatomyositis, polymyositis, Sjorgen's 
syndrome, systemic vasculitis, sarcoidosis, autoimmune hemolytic 
anemia, immune pancytopenia, paroxysmal nocturnal hemoglobinuria, 
autoimmune thrombocytopenia, idiopathic thrombocytopenia purpura, 
immune-mediated thrombocytopenia, thyroiditis, Grave's disease, 
Hashimoto ! s thyroiditis, juvenile lymphocytic thyroiditis, atrophic 
thyroiditis, diabetes mellitus, immune-mediated renal disease, 
glomerulonephritis, tubulointerstitial nephritis, demyelinating 
diseases of the central and peripheral nervous systems, multiple 
sclerosis, idiopathic polyneuropathy, hepatobiliary diseases, 
infectious hepatitis such as hepatitis A, B, C, D, E and other 
nonhepatotropin viruses, autoimmune chronic active hepatitis, 
primary biliary cirrhosis, granulomatous hepatitis, sclerosing 
cholangitis, inflammatory and firbrotic lung diseases (e.g. cystic 
fibrosis), gluten-sensitive enteropathy, Whipple's 
disease, autoimmune or immune-mediated skin diseases, 
bullous skin diseases, erythema multiforme, contact dermatitis, 
psoriasis, allergic diseases, eosinophilic pneumonia, idiopathic 
pulmonary fibrosis, hypersensitivity pneumonitis, or transplantation 
associated diseases including graft rejection and graft-versus host 
disease (all claimed) . 
Dwg.0/21 
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felis, the description of Rickettsia felis (Bouyer et al . , 2001) is 
emended and Marseille-URRWFXCaI2T is proposed as the type strain of 
the species. On the basis of polyphasic characterization, especially 
the inability to grow at temperatures higher than 32 degreesC on 
Vero cells that allow growth of other Rickettsia to at least 35 
degreesC, it is confirmed that this agent, although different from 
other recognized rickettsial species, is genotypically 
indistinguishable from bacteria previously detected within 
cat fleas and provisionally named ELB. Comparison of the phenotypic 
characteristics previously described for R. felis and those observed 
for the isolate in this study indicated some differences, although 
concurrent analysis of the two was not possible as no extant 
isolates of the first isolate of R. felis exist. 
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English 
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200212 

Entered STN: 20021120 
Last Updated on STN: 20021217 
Entered Medline: 20021209 
BACKGROUND & AIMS: An impaired monocyte function and impaired 
interferon (IFN) -gamma production has been suggested as a possible 
pathogenetic factor in Whipple's disease (WD) 

and as a cause for the delayed elimination of Tropheryma whipplei in 
some patients. METHODS: We studied, in a series of 20 WD patients 
with various degrees of disease activity, cellular immune functions. 
RESULTS: We found an increased in vitro production of 
interleukin (IL)-4 by peripheral mononuclear blood cells as 
determined by enzyme-linked immunosorbent assay, but reduced 
secretion of IFN-gamma and IL-2 as compared with age- and 
sex-matched controls. In addition, we observed a significantly 
reduced monocyte IL-12 production in response to various stimuli in 
WD patients whereas other cytokines were comparable with controls; 
these immunologic alterations were not significantly different in 
patients with various disease activities. At the mucosal level, we 
found decreased CD4 T-cell percentage and a significantly impaired 
IFN-gamma secretion. CONCLUSIONS: Our data define a defective 
cellular immune response in a large series of WD patients and point 
to an important pathogenetic role of impaired Thl responses. The 
decreased monocyte IL-12 levels may result in reduced peripheral and 
mucosal IFN-gamma production and lead to an increased susceptibility 
to T. whipplei infection in certain hosts. 
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the causative agent of Whipple disease, in 
isolated form and established in culture, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) antigens (Ag) from T. whippelii; 

(2) antibody (Ab) specific for Ag or T. 
whippelii; 

(3) serological in vitro diagnosis of 
Whipple disease; 

(4) kits for carrying out the method of (3) ; 

(5) total or partial sequences (I) of the rpoB gene of 
T. whippelii; and 

(6) a method for detecting presence or absence of 
T. whippelii in a sample by formation of nucleic 

acid complex with a specific probe. 
ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - Oligonucleotides derived from T 
. whippelii DNA block transcription, translation or 
proliferation of the bacterium by hybridizing to nucleic acid. 

USE - T . whippelii, its antigens (Ag) and 
antibodies specific for them are used for in vitro 
diagnosis of infection, specifically Whipple 
disease. Oligonucleotides derived from the rpoB gene of 
T. whippelii are used: 

(i) as probes for detecting the bacterium by standard 
hybridization methods; 

(ii) as a probe for polymerase-based synthesis of the rpoB 

gene; 

(iii) as gene therapy probes, specifically for treating 
Whipple disease; and 

(iv) for DNA sequencing. 
Dwg.0/4 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Whipple's disease is a rare systemic disease 

with symptoms nominated by diarrhea, weight loss, arthralgia or 
arthritis and abdominal pain. Whipple's disease 

is limited to humans and the disease is caused by infection with the 
grampositive bacterium, Tropheryma whippelii. 
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PCR determinations suggest that T. 

whippelii is an environmental actinomycete but studies on 

the organism have been limited due to the inability to culture the 

organism in vitro. Most patients are male Caucasians older 

than 50 years of age living ^in North and South America, England, 

continental Europe and Australia. The cellular immune system appears 

to control T. whippelii and patients with 

cellular immune defects appear to be more susceptible to 

Whipple's disease. The disease affects the 

gastrointestinal tract, the central nervous system, cardiovascular 
system and musculoskeletal system; however, other organs also may be 
affected Whipple's disease can be treated with 

antibiotics effective against gram-positive bacteria but relapses 

are common. Untreated Whipple's disease is 

usually fatal. Although the mode of transmission of T. 

whippelii in humans is unclear, it possibly occurs through 

the fecal-oral route and food and/or water may be the source of the 

organism. 
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NOVELTY - Detecting antibiotic resistance in 

microorganisms by in situ characterization of a probe hybridizing 
with an antibiotic resistance associated nucleic acid in a 
microorganism is new. 

DETAILED DESCRIPTION - A method to detect antibiotic 
resistance in microorganisms comprises the steps: preparing a 
microorganism containing test sample; contacting the sample with at 
least one hybridization probe, specific for an antibiotic resistance 
associated nucleic acid in the microorganism, under conditions 
specific for hybridization of the probe; evaluating the sample in 
situ through characterizing the appearance or failure of 
hybridization. INDEPENDENT CLAIMS are also included for: a reagent 
kit for typing microorganisms and/or antibiotic resistance in 
microorganisms through in situ hybridization; and oligonucleotides 
designated ClaRl, ClaR2, ClaR3, ClaWT, Hypl-16S-753, 120b, 
Hypl-16S-585 or Hypl-16S-219 or that is at least 10 nucleotides in 
length and derived from these. 

USE - The method is used to test slow growing and/or in 
vitro difficult or non cultivatable pathogens, e.g. 
Helicobacter pylori, Mycobacteria, Porphyromonas gigivalis, 
Propionibacterium acnes, Borrelia burgdorferi, Mycoplasma, 
Chlamydia, Tropheryma whippelii, Bartonella 

legionella, Norkardia and Actinomycetes . The sample can be prepared 
from human or animal tissue or body fluids. The method is used to 
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test samples that have no previous preparation for the microorganism 
in question. In particular the method is used to detect 
antibiotic resistance against in bacteria and protozoa. 
Dwg.0/1 
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Entered STN: 19990601 
Last Updated on STN: 20000706 
Entered Medline: 19990520 
To date the diagnosis of Whipple's 

disease is based mainly on the histopathological analysis of 

duodenal biopsies since Tropheryma whippelii 

cannot be cultured in vitro. We investigated the 

possibility to diagnose Whipple's 

disease by detection of bacterial DNA in faces. 

Nested polymerase chain reaction with amplification of part of the 
16S rRNA gene of this bacterium in DNA extracted from faeces of a 
patient with Whipple's disease was performed. 

Sequencing of the polymerase chain reaction product revealed the 
sequence of Tropheryma whippelii. We conclude 
that Whipple's disease will be able to be 

diagnosed non-invasively by DNA analysis from the faeces as 
soon as more specific sequences of this bacteria are known. 
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AB Background and Aims : Whipple 1 s disease (WD) is a 

systemic infection in which the causative bacteria typically 
accumulate within macrophages. The aim of this study was to test 
whether this macrophage dysfunction is the cause or result of 
previously shown T-cell defects. Methods: In vitro 
production of interleukin (IL)-12, IL-10, tumor necrosis factor 
a, interferon gamma (IFN- y) , and transforming growth 
factor, p (TGF-p) from purified monocytes and peripheral 
blood mononuclear cells, cytokine expression on duodenal biopsy 
specimens, and serum cytokine and immunoglobulin (Ig) levels were 
tested in 9 patients with WD. Results: Reduced monocyte IL-12 
production and decreased IFN-y secretion by peripheral blood 
mononuclear cells in vitro were found, as well as reduced 
immunohistological staining for IL-12 and IFN-y, but no 
decrease in other cytokines in patients with WD. A similar but less 
severe defect in 2 relatives with WD argued for a genetic basis of 
this abnormality. Serum IgG2, an IFN-y-dependent Ig subclass, 
and serum TGF-p levels were reduced in patients with WD. 
Conclusions: The described monocyte defects in WD may result in a 
secondary reduction of IFN-y production and IgG2 serum levels. 
This provides a rationale for additive immunotherapy in patients 
with antibiotic-refractory WD. 
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AB The past decade has witnessed an explosion in the knowledge of 

microbial genetics, pathogenesis, and antimicrobial resistance as a 
result of advances in molecular technology. This has brought 
important breakthroughs in the management of patients with 
infectious diseases, as organisms that had previously been difficult 
to demonstrate in vitro can now be detected by 

molecular techniques such as the polymerase chain reaction. Not 
only is rapid diagnosis now possible, but old diseases of 
uncertain aetiology have been found to have an infective origin, for 
instance, Whipple's disease. Molecular 

technology has also contributed greatly to epidemiological studies 
of outbreaks, understanding antimicrobial resistance, developing new 
antimicrobial agents, the in vitro synthesis of 

immunomodulators, production of vaccines, and gene therapy. The 
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limitations of these latest technologies, however, need to be 
remembered so that they yield meaningful information for patient 
care . 
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Peripheral blood mononuclear cells (monocytes) from patients with 
Whipple's disease in long-term remission were 

tested for their ability to handle intracellular microorganisms. 
Phagocytosis and lysis of Candida tropicalis by monocytes of 
patients (n = 12) and controls (n = 8) were quantified after 30 min 
of incubation. Phagocytosis was similar in both groups but 
intracellular killing of Candida tropicalis was signif icatively 
lower in patients (p < 0.001). We concluded that our study showed 
an in vitro defect in the intracellular killing function 
of monocytes in subjects in remission many years after 
diagnosis of Whipple's disease. The 

defective function did not seem to be related to relapse or to the 
susceptibility to other infections. 
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AB Whipple's disease (WD) is a rare systemic 

disease caused by infection with the recently identified 
actinomycetes, Tropheryma whippelii. The 

disorder affects mostly middle-aged men, and the major clinical 
features are weight loss, arthropathy, and diarrhea; other symptoms, 
caused by systemic infection, are not infrequent. The 
diagnosis is usually established by duodenal biopsy, which 
shows the pathognomonic periodic acid Schif f-positive infiltrates in 
the lamina propria. In addition, RT-polymerase chain reaction of 
tissue specimens can be used to verify the presence of T 
whippelii. In most cases, patients can be successfully 
treated by prolonged administration of antimicrobials, such as 
trimethoprim-sulfamethoxazole. The unusual chronic-relapsing course 
of the disease, the predisposition of middle-aged, HLA-B27-positive 
men for WD, and other characteristics of the disease imply that host 
factors are involved in the etiopathogenesis of WD. Indeed, it has 
been shown that patients with WD have suppressed delayed-type 
hypersensitivity responses in vivo and decreased in vitro 
T-cell responses, eg, to phytohemagglutinin and concanavalin A. In 
addition, serum-suppressor factors and shifts in T-cell 
subpopulations have been found. Perhaps most importantly, WD 
macrophages have a decreased ability to degrade intracellular 
microorganisms and patients have reduced numbers of circulating 
cells expressing CDllb, a cell adhesion and complement receptor 
molecule on macrophages involved in the activation of intracellular 
killing of pathogens. Most of those immunologic alterations also 
occur in patients with longstanding clinical remission, suggesting 
that this subtle host-defense defect plays an important role in 
disease pathogenesis. 
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AB Several small studies have indicated an impaired cell mediated 

immune response as a possible cause for the delayed elimination of 
the bacteria in Whipple's disease. A specific 

defect, however, has not been defined. We examined the expression 
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of cell surface molecules and mitogenic responses of peripheral 
blood mononuclear cells in 27 patients with Whipple's 
disease at different disease stages by indirect 
immunofluorescence and by measurement of [ 3H] thymidine 
incorporation, respectively. E-rosette formation and cutaneous 
reaction to seven recall antigens were determined. 

Matched healthy donors served as controls. We found a significantly 
reduced number of cells expressing the complement receptor 3 
alpha-chain (= CDllb) in all patients. In florid disease, the 
number of activated cells {in particular CD58 positive cells) was 
increased and CD4/CD8 ratios were diminished. Proliferation to 
phytohemagglutinin and to sheep red blood cells was reduced at all 
stages of the disease. Serum of control persons reversed this 
decreased responsiveness especially in patients with active disease. 
Skin reaction was hypoergic in all patients. Determination 
of CD58 positive cells increased in patients with active disease may 
be useful to define the activity of the disease and the duration 
necessary for treatment. Transient inhibiting serum activities may 
impair the CD2/CD58 interaction. The reduction of cells expressing 
CDllb, the decreased proliferation, and the cutaneous hypoergy 
indicate a persisting defect of cell mediated immunity in vivo and 
in vitro. These defects may contribute to the impaired 
ability of patients with Whipple ! s disease to 
eliminate bacteria. 
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This report describes an immunological study made on a 58 years old 
patient with a Whipple disease diagnosed 

in 1969 and treated with different antibiotics. All attempts to 
stop the antibiotherapy resulted in reappearance of clinical 
symptoms. Further, this patient suffered anguillulosis infection in 
1954 and this persists despite thiabendazole therapy, as shown by 
periodical creeping lunear dermatitis (larva currens). Laboratory 
investigations displayed low IgM levels and lack of cutaneous 
reactivity to conventional antigenic challenge. In vitro 
studies on granulocyte and monocyte phagocytic activity did not 
display any clearcut deficiency. Finally, this patient displayed 
peripheral lymphopenia and decrease of the T4+ (CD4) lymphocyte 
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subpopulation. The proliferative response of lymphocytes to 
phytohemagglutinin stimulation (a cellular T-cell function) was 
drastically decreased in assays performed during the 16 month 
duration of patient's exploration. This proliferative defect seems 
to be due to increased PGE2 release (a 3-5 fold increase was 
demonstrated), resulting in inhibition of interleukin 2 (IL2) 
synthesis and activity. Further, patient's lymphocyte normally 
expressed IL2 receptor. When the B lymphocyte dependent humoral 
response was assayed, normal B lymphocyte differentiation into 
plasmocytes was found. However the pokeweed mitogen induced 
proliferative response of B lymphocyte displayed major decrease in 
four sequential tests. This might be due to a lack of B cell growth 
factor (BCGF) activity, since this interleukin involved in T 
lymphocyte, B lymphocyte cooperation was not found in supernatant s 
of patient's cell. Further, interleukin 1 (involved in macrophage 
lymphocyte cooperation) was normally produced. In conclusion, no 
deficiency of in vitro phagocytose was 
demonstrated. (ABSTRACT TRUNCATED AT 250 WORDS) 
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AB Experiments were conducted to evaluate the effect of diet and sex 
difference on the development of an intestinal 
lipodystrophy due to myo-inositol deficiency. Tissue 
contents of free and lipid-bound myo-inositol as well as the 
activities of L-myo-inositol-l-phosphate synthase (EC 5.5.1.4) and 
phosphatase (EC 3.1.3.25), and myo-inositol oxygenase (EC 1.13.99.1) 
were determined in male and female gerbils under various 
conditions. The enzyme study proved that the essentiality of 
dietary myo-inositol for this species was not due to the lack of 
such enzyme activity. The lower susceptibility of male gerbils to 
myo-inositol deficiency could be explained by the contribution of 
the biosynthesis of myo-inositol in the testis, as shown by a 
difference between intact and castrated animals. Although feeding 
coconut oil to the myo-inositol-def icient female gerbils produced 
greater myo-inositol depletion as well as more severe intestinal 
lesion than the feeding of safflower oil, the difference in 
myo-inositol status could be only in part responsible for different 
degrees of lipodystrophy. Additionally, neither dietary type of fat 
nor exogenous myo-inositol altered the activities of either hepatic 
or intestinal synthase and phosphatase, or kidney oxygenase. Thus, 
this study indicates that both sex and dietary factors might 
influence myo-inositol status to varying extents, but the 
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diet-induced change in tissue myo-inositol was not reflected by the 
enzyme activity as measured in vitro. 
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AB The cellular immune system was tested in nine patients with 
Whipples 1 disease. Three patients had active 
disease, and six had been in remission for up to 10 years. 
Intradermal delayed hypersensitivity reactions to candidin, 
trichophytin, tuberculin and varidase, T-cell counts as 
determined by E-rosettes, allogeneic stimulation of 
lymphocytes in the mixed lymphocyte culture, and mitogenic 
activation of lymphocytes by concanavalin A, phytohaemagglutinin and 
by pokeweed mitogen, were tested in the patients and compared with 
control subjects. HLA typing was performed in all patients. The 
reaction to tuberculin and varidase, the T-cell counts and the 
activation of lymphocytes by concanavalin 'A were significantly 
reduced in patients with active disease and in patients during 
remission. The reaction to candidin and trichophytin was poor even 
in the controls. The mean results of the mixed lymphocyte culture, 
phytohaemagglutinin, and pokeweed mitogen activation tests were not 
significantly different from the controls. In patients with active 
disease the mixed lymphocyte culture reaction and the T-cell counts 
were less than in patients in remission. The results suggest a 
persistent defect of T-cells in patients with Whipple ! s 
disease, a defect that is more severe in patients with 
active disease. The finding of HLA B27 in four of thenine patients 
supports the hypothesis of primary rather than secondary impairment 
of the cellular immune system in Whipple's disease 
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AB A patient is presented with Whipple's disease. 

Before treatment, Haemophilis influenzae type e, sensitive to 
tetracycline was cultured from multiple small intestinal biopsies. 
This isolated micro-organism was structurally similar to the one 
observed in the tissue. All further culture experiments during and 
after treatment proved negative except for one biopsy from which a 
tetracycline-resistant H. influenzae type e mutant was isolated. The 
immunological disturbances, mainly characterized by cutaneous 
anergy, in the absence of major humoral or in vitro 
lymphocytic impairment, regressed during treatment together with 
clinical remission of the disease. These findings are considered in 
favour of the secondary nature of the immunological abnormalities . 
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The seronegative spondylarthritides, i.e., ankylosing spondylitis, 
psoriatic arthritis, Reiter's disease, ulcerative colitis, Crohn's 
disease, Whipple's disease and Behcet's 

syndrome, have the following features in common: negative tests for 
rheumatoid factor, absence of rheumatoid nodules, inflammatory 
peripheral arthritis, radiological sacroiliitis , evidence of 
clinical overlap between members of the group, and tendency to 
familial aggregation. 
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In Whipple's disease arthritis often precedes 
gastrointestinal symptoms, sometimes by many years. The most 
commonly affected joints are the knees, ankles, and wrists, though 
occasionally the spine, proximal interphalangeal joints, 
metacarpophalangeal joints, and elbows are affected. Histologic 
studies of the synovial membrane have been carried out, but no 
electron microscope studies (EM) have been reported. In 1961 a 
characteristic rod shaped organism was described in the intestinal 
mucosa and since then numerous EM studies of the jejunum (reviewed 
by Maizel et al., 1970) have confirmed this. The present authors 
found rodshaped organisms identical to those present in the jejunal 
mucosa in the synovial membrane of a man of 59 with Whipple 
' s disease. These organisms probably caused inflammatory 
changes which were reflected in an increase of the cellular content 
and the high enzyme levels (acid phosphatase and 5 nucleotidase) of 
the synovial fluid. Tetracycline was effective in controlling the 
bowel lesion but only had a temporary effect upon the arthritis. 
Erythromycin controlled both the bowel lesion and the arthritis. 

L12 ANSWER 22 OF 25 EMBASE COPYRIGHT 2003 ELSEVIER INC. ALL RIGHTS 
RESERVED, on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR: 

CORPORATE SOURCE: 



SOURCE : 



DOCUMENT TYPE: 
FILE SEGMENT: 



77051312 EMBASE 
1977051312 

[Whipple disease. An immunologic 

and electron microscopy study] . 

MALADIE DE WHIPPLE. ETUDE ELECTRON IQUE ET 

IMMUNOLOGIQUE. 

Barbier P.; Balasse Ketelbant P.; Kennes B.; et al . 
Serv. Gastroenterol., Hop. Univ. St Pierre, 
Bruxelles, Belgium 

Archives Francaises des Maladies de l'Appareil 
Digestif, (1975) 64/8 (659-666). 
CODEN: AMADBS 
Journal 



048 
005 
026 
006 

French 



Gastroenterology 

General Pathology and Pathological Anatomy 
Immunology, Serology and Transplantation 
Internal Medicine 



LANGUAGE : 

AB Although the infectious origin of Whipple disease 

is well documented, immunologic factors seem to be an important 
predisposing factor. In the present case, the following aspects of 
the disease are reported: clinical, biologic, bacteriologic 
(Corynebacterium anaerobium) , microscopic and electronic pathology. 
The latter demonstrates bacterial structures in the intercellular 
spaces which are progressively destroyed. Immunologic study 
indicates only slightly abnormal status of the humoral immune 
response, contrasting with the deeply depressed cell mediated immune 
reactions. There is a negative candidin and streptokinase 
streptodornase (SKD) skin test. The in vitro lymphocyte 
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culture demonstrates a greatly reduced response to PHA and an 
abnormally low secretion of MIF (migration inhibitory factor) in 
response to SKD . There are very few IgA plasmocytes in the 
intestinal mucosa. After 1 yr therapy, the only improved test of 
cell mediated immunity is the MIF response. The significance of the 
immunologic disorders reported in the case presented (a woman of 
74), is still unknown as far as the pathogenesis and clinical 
evaluation are concerned. 
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A case of Whipple disease is described in a man 
aged 43. Intestine and liver biopsies were performed before and 
after antibiotic treatment. Electron microscopic study confirmed the 
presence of bacteria in the level of the small intestine and in the 
liver. The various stages of intracellular digestion of the bacteria 
were documented. The morphologic and humoural findings are 
discussed. 
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AB Studies of protein synthesis by human intestinal mucosa were 
performed by determining the in vitro 

incorporation of L leucine U C14 into the total proteins of peroral 
mucosal biopsy specimens. The mean value for normal mucosa was 14 83 
dpm/mg/30 min ± 4 02. In mucosa from patients with sprue the mean 
value for mucosal protein synthesis was 3056, a significant 
elevation which might reflect abnormally high cell turnover in this 
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disease. In mucosa from patients with abetalipoproteinemia the mean 
value for protein synthesis was 535. This value, which is 
significantly lower than normal, may be related to diminished or 
absent synthesis of beta lipoproteins by the intestine in this 
disease. The mean value for mucosal protein synthesis among patients 
with treated Whipple 1 s disease in remission was 
normal. Measurement of protein synthesis by intestinal mucosa, 
obtained by peroral biopsy, appears to be useful in' assessing 
metabolic aberrations and adaptations of the gut. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to the field of 

investigational bioinf ormatics and more particularly to secondary 
structure defining databases. The. present invention further 
relates to methods for interrogating a database as a source of 
molecular masses of known bioagents for comparing against the 
molecular mass of an unknown or selected bioagent to determine 
either the identity of the selected bioagent, and/or to determine 
the origin of the selected bioagent. The identification of the 
bioagent is important for determining a proper course of treatment 
and/or irradication of the bioagent in such cases as biological 
warfare. Furthermore, the determination of the geographic origin 
of a selected bioagent will facilitate the identification of 
potential criminal identity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates generally to the field of 

investigational bioinf ormatics and more particularly to secondary 
structure defining databases. The present invention further 
relates to methods for interrogating a database as a source of 
molecular masses of known bioagents for comparing against the 
molecular mass of an unknown or selected bioagent to determine 
either the identity of the selected bioagent, and/or to determine 
the origin of the selected bioagent. The identification of the 
bioagent is important for determining a proper course of treatment 
and/or irradication of the bioagent in such cases as biological 
warfare. Furthermore, the determination of the geographic origin 
of a selected bioagent will facilitate the identification of 
potential criminal identity. 
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structure defining databases. The present invention further 
relates to methods for interrogating a database as a source of 
molecular masses of known bioagents for comparing against the 
molecular mass of an unknown or selected bioagent to determine 
either the identity of the selected bioagent, and/or to determine 
the origin of the selected bioagent. The identification of the 
bioagent is important for determining a proper course of treatment 
and/or irradication of the bioagent in such cases as biological 
warfare. Furthermore, the determination of the geographic origin 
of a selected bioagent will facilitate the identification of 
potential criminal identity. 
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investigational bioinf ormatics and more particularly to secondary 
structure defining databases. The present invention further 
relates to methods for interrogating a database as a source of 
molecular masses of known bioagents for comparing against the 
molecular mass of an unknown or selected bioagent to determine 
either the identity of the selected bioagent, and/or to determine 
the origin of the selected bioagent. The identification of the 
bioagent is important for determining a proper course of treatment 
and/or irradication of the bioagent in such cases as biological 
warfare. Furthermore, the determination of the geographic origin 
of a selected bioagent will facilitate the identification of 
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involve administering an IL-4 antagonist to a patient afflicted 
with such a condition. Suitable IL-4 antagonists include, but are 
not limited to, IL-4 receptors (such as a soluble human IL-4 
receptor), antibodies that bind IL-4, antibodies that bind IL-4R, 
IL-4 muteins that bind to IL-4R but do not induce a biological 
response, molecules that inhibit IL-4-induced signal transduction, 
and other compounds that inhibit a biological effect that results 
from the binding of IL-4 to a cell surface IL-4R. Particular 
antibodies provided herein include human monoclonal antibodies 
generated by procedures involving immunization of transgenic mice. 
Such human antibodies may be raised against human IL-4 receptor. 
Certain of the antibodies inhibit both IL-4-induced and 
IL-13-induced biological activities. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 424/143.100 

INCLS: 530/388.220 
NCL NCLM: 424/143.100 

NCLS: 530/388.220 

L23 ANSWER 6 OF 8 US PAT FULL on STN 
ACCESSION NUMBER: 2003:120056 USPATFULL 



Searcher : Shears 308-4994 



09/936921 



TITLE: 



INVENTOR (S) 



Secondary structure defining database and methods 
for determining identity and geographic origin of 
an unknown bioagent thereby 

Ecker, David J. , Encinitas, CA, UNITED STATES 
Griffey, Richard H., Vista, CA, UNITED STATES 
Sampath, Rangarajan, San Diego, CA, UNITED STATES 
Hofstadler, Steven A. , Oceanside, CA, UNITED 
STATES 

McNeil, John, La Jolla, CA, UNITED STATES 
Crooke, Stanley T., Carlsbad, CA, UNITED STATES 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB 



US 2003082539 Al 20030501 

US 2001-891793 Al 20010626 (9) 

Utility 
APPLICATION 

Paul K. Legaard, WOODCOCK WASHBURN LLP, 
Floor, One Liberty Place, Philadelphia, 
35 
1 

29 Drawing Page(s) 
1686 



46th 

PA, 19103 



The present invention relates generally to the field of 
investigational bioinf ormatics and more particularly to secondary 
structure defining databases. The present invention further 
relates to methods for interrogating a database as a source of 
molecular masses of known bioagents for comparing against the 
molecular mass of an unknown or selected bioagent to determine 
either the identity of the selected bioagent, and/or to determine 
the origin of the selected bioagent. The identification of the 
bioagent is important for determining a proper course of treatment 
and/or irradication of the bioagent in such cases as biological 
warfare. Furthermore, the determination of the geographic origin 
of a selected bioagent will facilitate the identification of 
potential criminal identity. 
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AB An isolated nucleic acid molecule associated with human 

granulocytic ehrlichiosis is provided. Also provided are methods 
to detect the presence of the nucleic acid molecule, and 
antibodies specific for the polypeptide encoded by the nucleic 
acid molecule, in a sample derived from a mammal. 
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AB Methods for treating medical conditions induced by interleukin-4 

involve administering an IL-4 antagonist to a patient afflicted 
with such a condition. Suitable IL-4 antagonists include, but are 
not limited to, IL-4 receptors (such as a soluble human IL-4 
receptor), antibodies that bind IL-4, antibodies that bind IL-4R, 
IL-4 muteins that bind to IL-4R but do not induce a biological 
response, molecules that inhibit IL-4-induced signal transduction, 
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and other compounds that inhibit a biological effect that results 
from the binding of IL-4 to a cell surface IL-4R. 

Particular antibodies provided herein include human monoclonal 
antibodies generated by procedures involving immunization of 
transgenic mice. Such human antibodies may be raised against human 
IL-4 receptor. 
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L26 7 SEA FILE=MEDLINE ABB=ON PLU=ON L24 AND L25 

L26 ANSWER 1 OF 7 MEDLINE on STN 

AN 80091764 MEDLINE 

TI HLA B27 and defects in the T-cell system in Whipple's disease. 
AU Feurle G E; Dorken B; Schopf E; Lenhard V 

SO EUROPEAN JOURNAL OF CLINICAL INVESTIGATION, (1979 Oct) 9 (5) 385-9. 
Journal code: 0245331. ISSN: 0014-2972. 

AB The cellular immune system was tested in nine patients with 

Whipples 1 disease. Three patients had active disease, and six had 
been in remission for up to 10 years. Intradermal delayed 
hypersensitivity reactions to candidin, trichophytin, tuberculin and 
varidase, T-cell counts as determined by E-rosettes, allogeneic 
stimulation of lymphocytes in the mixed lymphocyte culture, and 
mitogenic activation of lymphocytes by concanavalin A, 
phytohaemagglutinin and by pokeweed mitogen, were tested in the 
patients and compared with control subjects. HLA typing was 
performed in all patients. The reaction to tuberculin and varidase, 
the T-cell counts and the activation of lymphocytes by concanavalin 
A were significantly reduced in patients with active disease and in 
patients during remission. The reaction to candidin and 
trichophytin was poor even in the controls. The mean results of the 
mixed lymphocyte culture, phytohaemagglutinin, and pokeweed mitogen 
activation tests were not significantly different from the controls. 
In patients with active disease the mixed lymphocyte culture 
reaction and the T-cell counts were less than in patients in 
remission. The results suggest a persistent defect of T-cells in 
patients with Whipple's disease, a defect that is more severe in 
patients with active disease. The finding of HLA B27 in four of 
thenine patients supports the hypothesis of primary rather than 
secondary impairment of the cellular immune system in Whipple's 
disease. 

L26 ANSWER 2 OF 7 MEDLINE on STN 

AN 73171464 MEDLINE 

TI Protein synthesis by human intestinal mucosa: variations with 

diseases of the gut. 
AU Warshaw A L; Laster L 

SO JOURNAL OF SURGICAL RESEARCH, (1973 Apr) 14 (4) 285-93. 
Journal code: 0376340. ISSN: 0022-4804. 
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TI Malacoplakia . Discussion of pathogenesis and report of three cases 
including one of -fatal gastric and colonic involvement. 

AU Yunis E J; Estevez J M; Pinzon G J; Moran T J 

SO ARCHIVES OF PATHOLOGY, (1967 Feb) 83 (2) 180-7. 
Journal code: 7605251. ISSN: 0363-0153. 



L26 ANSWER 4 OF 7 MEDLINE on STN 

AN 66134431 MEDLINE 

TI The histogenesis of Whipple's disease: a cytochemical , electron 

microscopic, and electron histochemical study. 
AU Sobel H J 

SO BULLETIN OF THE NEW YORK ACADEMY OF MEDICINE, (1966 Jun) 42 (6) 
514-5. 

Journal code: 7505398. ISSN: 0028-7091. 

L26 ANSWER 5 OF 7 MEDLINE on STN 

AN 66129800 MEDLINE 

TI Use of polyethylene glycol and phenol red as unabsorbed indicators 

for intestinal absorption studies in man. 
AU Schedl HP 

SO GUT, (1966 Apr) 7 (2) 159-63. 

Journal code: 2985108R. . ISSN: 0017-5749. 
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AN 66072732 MEDLINE 

TI Bacteria in Whipple's disease. 3. Studies in two patients of 

antibodies in serum and cutaneous hypersensitivity against some 
bacterial antigens. 

AU Dybker R; Kok N 

SO ACTA PATHOLOGICA ET MICROBIOLOGICA SCANDINAVICA, (1965) 64 (3) 
373-80. 

Journal code: 7508471. ISSN: 0365-5555. 
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TI [Histological peculiarities of the experimental disease induced in 
rabbits by inoculation of Corynebacterium anaerobium strains 
isolated from Whipple's disease]. 

Particularites histologiques de la maladie experimentale provoquee 

chez le lapin par inoculation de souches de Corynebacterium 

anaerobium, isolees de maladie de Whipple. 
AU Levaditi J C; Prevot A R; Caroli J; Nazimoff O 
SO ANNALES DE L INSTITUT PASTEUR, (1965 Jul) 109 (1) 144-7. 

Journal code: 7512320. ISSN: 0020-2444. 
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MEDLINE on STN ■ 
200337 04 66 MEDLINE 
22786473 PubMed ID: 12904394 

Culture of Tropheryma whipplei from human samples: a 
3-year experience (1999 to 2002). 
Fenollar Florence; Birg Marie-Laure 

; Gauduchon Valerie; Raoult Didier 

Unite des Rickettsies, CNRS UMR 6020, IFR 48, Faculte 
de Medecine, Universite de la Mediterranee, 13385 
Marseille cedex 05, France. 

JOURNAL OF CLINICAL MICROBIOLOGY, (2003 Aug) 41 (8) 
3816-22. 

Journal code: 7505564. ISSN: 0095-1137. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200310 

Entered STN: 20030808 
Last Updated on STN: 20031024 
Entered Medline: 20031023 
The culture of Tropheryma whipplei, the bacterium responsible for 
Whipple's disease, has been established only recently. Our 
objective is to describe, based on our experience, the culture of T. 
whipplei in HEL cells detected by immunofluorescence staining. Over 
3 years, we received 18 samples for T. whipplei culture from 15 
patients with Whipple 1 s disease. Ten duodenal biopsy specimens from 
10 patients with digestive symptoms were available. Five cardiac 
valves and three blood samples from five patients with endocarditis 
were also available. We correlated the results of culture with the 
type of sample and the culture procedure. Seven isolates were 
obtained, and three were subsequently established for more than 4 
passages. The mean delay for the primary detection was 30 days. 
The bacterium was isolated more frequently from sterile specimens (5 
of 8) than from duodenal biopsy specimens (2 of 10), but the 
difference (P = 0.14) was not significant. Decontamination of 
digestive samples containing colistin, amphotericin B, and 
cephalotin or ciprofloxacin did not impair the isolation of T. 
whipplei. The use of vancomycin precludes the primary isolation (7 
of 12 versus 0 of 6; P = 0.08) and the establishment of T. whipplei 
(3 of 12 versus 0 of 6; P - 0.5). Omitting samples cultured with 
vancomycin, the establishment of the strain was significantly higher 
when antibiotics were prescribed for no more than 7 days (3 of 4 
versus 0 of 8; P = 0.03). Our results demonstrate that samples must 
be collected within 1 week of an antibiotic regimen's initiation for 
the successful establishment of the bacterium. 
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SOURCE: CURRENT GASTROENTEROLOGY REPORTS, (2003 Oct) 5 (5) 

379-85. 

Journal code: 100888896. ISSN: 1522-8037. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

IN-PROCESS; NONINDEXED; Priority Journals 
Entered STN: 20030909 
Last Updated on STN: 20031001 
"Whipple's disease is an infectious disease 

caused by a gram-positive bacterium, Tropheryma whipplei. The first 
case was reported in 1907 by GH Whipple. Its classic symptoms are 
diarrhea and arthralgias, but symptoms can be- various. Cardiac or 
central nervous system involvement, not always associated with 
digestive symptoms, may also be observed. For a long time, 
diagnosis has been based on duodenal biopsy, which is positive using 
periodic acid-Schiff staining. However, for patients without 
digestive symptoms, results can be negative, leading to a delay in 
diagnosis. For 10 years, a tool based on polymerase chain reaction 
targeting the 16S rDNA sequence has been used. In vitro 
culture of the bacterium, achieved 3 years ago, has allowed new 
perspectives for diagnosis and treatment. The natural evolution of 
the disease without treatment is always fatal. Current treatment is 
based on administration of trimethoprim-sulfamethoxazole for at 
least 1 year. 
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Whipple 1 s disease . 
Marth Thomas; .Raoult Didier 

Division of Gastroenterology, Stiftung Deutsche 
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^LANCET, (2003 Jan 18) 361 (9353) 239-46. Ref: 116 

Journal code: 2985213R. ISSN: 0140-6736. 
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Journal; Article; (JOURNAL ARTICLE) 
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Abridged Index Medicus Journals; Priority Journals 
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Entered STN: 20030128 
Last Updated on STN: 20030206 
Entered Medline: 20030205 
AB Whipple ! s disease, or intestinal 

lipodystrophy, is a systemic infectious disorder affecting 
mostly middle-aged white men. Patients present with weight loss, 
arthralgia, diarrhoea, and abdominal pain. The disease is commonly 
diagnosed by small-bowel biopsy; the appearance of the sample is 
characterised by inclusions in the lamina propria staining with 
periodic-acid-Schif f , which represent the causative bacteria. 
Tropheryma whipplei has been classified as an actinomycete and has 
been propagated in vitro, which allows the possibility of 
improving diagnostic strategies, for example through antibody-based 
detection of the bacillus on duodenal tissue or in circulating 
monocytes. Cell-mediated immunity in active and inactive 
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Whipple's disease has subtle defects that might 

predispose some individuals to symptomatic infection with this 
bacillus, which probably occurs ubiquitously. Although most 
patients respond well to empirical antibiotic treatment, some with 
relapsing disease have a poor outlook. The recent findings and 
concerted research might allow development of new strategies for 
diagnosis, treatment, and monitoring of patients with 
Whipple 1 s disease . 
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Journal 
English 

On the basis of phenotypic data obtained on the strain 
Marseille-URRWFXCal2T, isolated from the cat flea Ctenocephalides 
felis, the description of Rickettsia felis is emended and 
Marseille-URRWFXCal2T is proposed as the type strain of the species. 
On the basis of polyphasic characterization, especially the inability to 
grow at temps, higher than 32 °C on Vero cells that allow 
growth of other Rickettsia to at least 35°C, it is confirmed 
that this agent, although different from other recognized 
rickettsial species, is genotypically indistinguishable from 
bacteria previously detected within cat fleas and provisionally 
named ELB. Comparison of the phenotypic characteristics previously 
described for R. felis and those observed for the isolate in this study 
indicated some differences, although concurrent anal, of the two was 
not possible as no extant isolates of the first isolate of R. felis 
exist . 
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Description of Tropheryma whipplei gen. nov., 

sp. nov., the Whipple's disease bacillus 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A detailed characterization was performed of the Whipple's disease 
bacillus, strain Twist-MarseilleT, isolated from the cardiac valve 
of a patient with Whipple's disease bacillus endocarditis. This 
strain was isolated and maintained on human embryonic lung 
fibroblast monolayers, but could not be cultivated in the absence of 
living eukaryotic cells. Two morphol . forms were observed, with 
differing staining properties; an intracellular form with intact and 
degenerating bacteria within vacuoles of infected cells and an 
extracellular form with masses of bacteria embedded in an 

extracellular matrix. Determination of the DNA G+C content confirmed' that 
it belongs to the high-G+C Gram-pos. bacteria. Strain 
Twist-MarseilleT (= CNCM 1-2202T) is proposed as the type strain of 
a new species within a new genus, Tropheryma whipplei gen. nov., sp. 
nov., that was provisionally created solely on the basis of 16S rRNA 
gene sequence data. 
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CODEN: EIDIFA; ISSN: 1080-6040 

PUBLISHER: National Center for Infectious Diseases, Centers 

for Disease Control and Prevention 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB A rickettsia named the ELB agent, or "Rickettsia felis," was 

identified by mol . biol. techniques in American fleas in 1990 and 
later in four patients from Texas and Mexico. We attempted, to 
isolate this rickettsia from infected fleas at various temps, and 
conditions. A representative isolate of the ELB agent, the 
Marseille strain, was characterized and used to develop a 
microimmunofluorescence test that detected reactive antibodies in 
human sera. The ELB agent was isolated from 19 of 20 groups of 
polymerase chain reaction-proven infected fleas. The 
microimmunofluorescence results provided serol. evidence of 
infection by the ELB agent in four patients with fever and rash in 
France (2) and Brazil (2), supporting the pathogenic role of this 
rickettsia. Our successful isolation of this rickettsia makes it 
available for use in serol. tests to determine its clin. spectrum, 
prevalence, and distribution. 
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PRIORITY APPLN. INFO.: FR 1999-3989 A 19990326 
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WO 2000-FR754 W 20000324 
AB The invention relates to a method for in vitro serol. 
diagnosis of Whipple disease, whereby the 

bacteria responsible for said disease is isolated and established in 
a culture and brought into contact with the serum of biol . fluid of 
a patient. The invention also relates to useful oligonucleotides 
with a probe and a primer for amplification, sequencing and 
detection of gene rpoB of Tropheryma whippelii . 
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COMMENT: Comment in: N Engl J Med. 2G00 Mar 2 ; 342 ( 9) : 64 8-50 

Erratum in: N Engl J Mecl 2000 May 18 ; 342 ( 20 ) : 1538 
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BACKGROUND: Whipple's disease is a systemic bacterial infection, but 
to date no isolate of the bacterium has been established in 
subculture, and no strain of this bacterium has been available for 
study. METHODS: Using specimens from the aortic [corrected] valve 
of a patient with endocarditis due to Whipple's disease, we isolated 
and propagated a bacterium by inoculation in a human fibroblast cell 
line (HEL) with the use of a shell-vial assay. We tested serum 
samples from our patient, other patients with Whipple's disease, and 
control subjects for the presence of antibodies to this bacterium. 
RESULTS: The bacterium of Whipple's disease was grown successfully 
in HEL cells, and we established subcultures of the isolate. 
Indirect immunofluorescence assays showed that the patient's serum 
reacted specifically against the bacterium. Seven of 9 serum 
samples from patients with Whipple's disease had IgM antibody titers 
of 1:50 or more, as compared with 3 of 40 samples from the control 
subjects (P<0.001). Polyclonal antibodies against the bacterium 
were generated by inoculation of the microorganism into mice and 
were used to detect bacteria in the excised cardiac tissue from our 
patient on immunohistochemical analysis. The 16S ribosomal RNA gene 
of the cultured bacterium was identical to the sequence for 
Tropheryma whippelii identified previously in tissue samples from 
patients with Whipple's disease. The strain we have grown is 
available in the French National Collection. CONCLUSIONS: We 
cultivated the bacterium of Whipple's disease, detected specific 
antibodies in tissue from 'the source patient, and generated specific 
antibodies in mice to be used in the immunodetection of the 
microorganism in tissues. The development of a serologic test for 
Whipple's disease may now be possible. 
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AB A blood sample from a patient who returned from Algeria with a fever 
inoculated on human embryonic lung fibroblasts by the shell vial 
cell culture technique led to the recovery of Rickettsia prowazekii. 
The last clinical strain was isolated 30 years ago. Shell vial cell 
culture is a versatile method that could replace the classic animal 
and/or embryonated egg inoculation. 
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